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Fig. 1 A DNA and Amino Acid Sequence of Variable Region of FR1-H7 Heavy Chain 
Heavy chain variable region sequence (cDNA) 

ATGGCCGAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGG 

GCCTCAGTGAAGGTTTCCTGCAAGGTTTCTGGATACACCTTCACCGACTACTA 

CATGCACTGGGTGCAACAGGCCCCTGGAAAAGGGCTTGAGTGGATGGGACTT 

GTTGATCCTGAAGATGGTGAAACAATCTACGCAGAGAAGTTCCAGGGCAGAG 

TCACCATAACCGCGGACACGTCTACAGACACAGCCTACATGGAGCTGAGCAG 

CCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGAGATGACTACATG 

GACGTCTGGGGCAAAGGCACCCTGGTCACCGTCTCAAGCGCCTCCACCAAGG 
GCCCA 

Heavy chain variable region sequence (amino acid) 

MAEVQLVQSGAEVKKPGASVKVSCKVSGYTFTDY^TVfflWQQAPGKGLEWMG 

LVDPEDGETIYAEKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCARDDYMD 
VWGKGTL VT VS S ASTKGP 
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Fig. IB DNA and Amino Acid Sequence of Variable Region of FR1-H7 light Chain 
Light chain variable region sequence (cDNA) 

CTTGAAACGACACTCACGCAGTCTCCAGACACCCTGTCTTTGTCTCCAGGAGA 

AGGAGCCACCCTCTCCTGTAGGGCCAGTCAGAGTGTTAGCGGCAGTGCGTTG 

GCCTGGTACCAGCAGAAACCTGGCCAGGCTCCCAGACTCCTCATCTATGATG 

CATCCAGTAGGGCCACTGGCGTCCCAGACAGGTTCAGTGGCAGTGGGTCTGG 

GGCAGACTTCAGTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTG 

TATTCCTGTCAGCAATATGGTAGCTCACCTCTCACTTTCGGCCCTGGGACCAA 

AGTGGATGTCAAACGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCAT 

CTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAAC 

TTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATT 

Light chain variable region sequence (amino acid) 

LETTLTQSPDTLSLSPGEGATLSCRASQSVSGSALAWYQQKPGQAPRLLIYDASS 
RATG VPDRFS GS GS G ADFS LTISRLEPEDF A VYS CQQYGS SPLTFGPGTK VD VKR 
TVAAPSVFEFPPSDEQLKSGTASWCLLNNFYPREAKVQWKVD 
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Fig. 1C CDRs For FR1-H7 Nucleic Acid Sequences 



VH (human heavy chain subclass I) 
CDR1 GACTACTACATGCAC 

CDR2 CTTGTTGATCCTGAAGATGGTGAAACAATCTACGCAGAGAAGTTCCAGGGC 
CDR3 GATGACTACATGGACGTC 

VL (human kappa light chain subgroup III) 



CDR1 
CDR2 
CDR3 



AGGGCCAGTCAGAGTGTTAGCGGCAGTGCGTTGGCC 
GATGCATCCAGTAGGGCCACT 

CAGCAATATGGTAGCTCACCTCTCACT 
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Fig. ID CDRs For FR1-H7 Amino Acid Sequences 

VH (human heavy chain subclass I) 

CDR1 DYYMH 

CDR2 LVDPEDGETTYAEKFQG 

CDR3 DDYMDV 

VL (human kappa light chain subgroup III) 

CDR1 RASQSVSGSALA 
CDR2 DAS S RAT 

CDR3 QQYGSSPLT 
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Fig. 2 A DNA and Amino Acid Sequence of Variable Region of FR1-A1 Heavy Chain 
Heavy chain variable region sequence (cDNA) 

ATGGCCCAGGTCCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGT 

CCTCGGTGAAGGTCTCCTGCAAGGCTTCTGGATCGACCTTCACCGGCTACTAT 

ATGCACTGGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAAGG 

ATCATCCCTATCCTTGGTATAGCAAACTACGCACAGAAGTTCCAGGGCAGAG 

TCACGATTACCGCGGACAAATCCACGAGCACAGCCTACATGGAGCTGAGCAG 

CCTGAGA.TCTGAGGACACGGCCGTGTACTACTGTGCGAGAGGAGGAGATCTG 
GGCGGTATGGACGTCTGGGGCCAAGGGA 



Heavy chain variable region sequence (amino acid) 

MAQVQLVQSGAEVKKPGSSVKVSC'KT^SGQTFTGYYMHWVRQAPGQGLEWMG 

RIIPILGLAJSIYAQKFQGRVTITADKSTSTAYMELSSLRSEDTAVYYCARGGDLGG 
MDVWGQG 
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Fig. 2B DNA and Amino Acid Sequence of Variable Region of FR1-A light Chain 
Light chain variable region sequence (cDNA) 

CTTGAAATTGTGCTGACTCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGA 

GCCGGCCTCCATCTCCTGCAGGTCTAGTCAGAGCCTCCGGCATAGTAATGGA 

TACAACTATTTGGATTGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCT 

GATCTATTTGGCTTCTAATCGGGCCTCCGGGGTCCCTGACAGGTTCAGTGGCA 

GTGGATCAGGCACAGATTTTACACTGAAAATCAGCAGAGTGGAGGCTGAGGA 

TGTTGGGGTTTATTACTGCATGCAAGCTCTACAAATTCCTCCGACTTTCGGCC 

CTGGGACCAAAGTGGATATCAAACGAACTGTGGCTGCA 

Light chain variable region sequence (amino acid) 

LErVLTQSPLSLPVTPGEPASISCRSSQSLRHSNGYNYLDWYLQKPGQSPQLLIYL 

ASNRASGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCMQALOIPPTFGPGTKVD 
IKRTVAA 
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Fig. 2C CDRs For FR1-A1 Nucleic Acid Sequences 

VH (human heavy chain subclass I) 

CDR1 GGCTACTATATGCAC 

CDR2 AGGATCATCCCTATCCTTGGTATAGCAAACTACGCACAGAAGTTCCAGGGC 
CDR3 GGAGGAGATCTGGGCGGTATGGACGTC 

VL (human kappa light chain subgroup II) 

CDR1 AGGTCTAGTCAGAGCGTCCGGCATAGTAATGGATACAACTATTTGGAT 
CDR2 TTGGCTTCTAATCGGGCCTCC 

CDR3 ATGCAAGCTCTACAAATTCCTCCGACT 
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Fig. 2D CDRs For FR1-A1 Amino Acid Sequences 

VH (human heavy chain subclass I) 

CDR1 GYYMH 

CDR2 RIIPILGIANYAQKFQG 

CDR3 GGDLGGMDV 



VL (human kappa light chain subgroup II) 

CDR1 RSSQSLRHSNGYNYLD 
CDR2 LASNRAS 
CDR3 MQALQIPPT 
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Fig. 3 
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Fig. 4A 
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Fig. 4B 
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Fig. 5A 
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Fig. 5B 
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Fig. 9 
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Fig. 10 
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No Effect of Treatment on Activity 
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Effect of Treatment on Blood Glucose 
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One Way ANOVA 
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Fig. 12B 
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Fig. 13 
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Fig. 14 
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Fig. 19 
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Fig. 20 
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Fig. 21 
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Fig. 26A 

Effect on total weight (n = 16), adlibitum, Hi 

Carb diet 
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Fig 26C 
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Fig. 26D 
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Fig. 26E 
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Fig. 27A 



Effect on body weight (n = 8), Pair-feeding, 2g/day 
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Fig. 27B 

Effect on body composition (n = 8), Fat weight, 

pair-feeding 
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Fig. 27C 
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Fig. 27D 
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Fig. 28 A. FR1-4H antibody variable sequences 

Heavy chain variable region sequence (cDNA) 

(gamma heavy chain) 

CAGGTGCAGCTGGTGGAGTTTGGCCCAGGACTGGTGAAGCCTTCGGAGAC 50 

CCTGTCCCTCACCTGCACTGTCTCTGGTGGCTCCATCAGTAGTTACTACT 100 

GGAGCTGGATCCGGCAGCCCCCAGGGAAGGGACTGGAGTGGATTGGGTAT 15 0 

ATCTATTACAGTGGGAGCACCAACTACAACCCCTCCCTCAAGAGTCGAGT 2 0 0 

CGCCATATCAGTAGACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGCT 2 5 0 

CTGTGACCGCCGCGGACACGGCCGTGTATTACTGTGCGAGAGAGTATTAC 3 0 0 

TATGATAGTAGTGGTTATTACTTTTATGCTTTTGATATCTGGGGCCAAGG 3 5 0 

GACCACGGTCACCGTCTCAAGC 372 

Heavy chain variable region sequence (amino acid) 

QVQLVEFGPGLVKPSETLSLTCTVSGGS ISS YYWSWIRQPPGKGLEWIGY 5 0 

IYYSGSTNYNPSLKSRVAISVDTSKNQFSLKLSSVTAADTAVYYCAREYY 10 0 

YDSSGYYFYAFDIWGQGTTVTVSS 12 4 

Light chain variable region sequence (cDN A) 

CTGCCTGTGCTGACTCAGCCCCCCTCAGCGTCTGGGACCCCCGGGCAGAG 5 0 

GGTCTCCATCTCTTGTTCTGGAAGCAGCTCCAACATCGGAAGTAATTATG 10 0 

TATACTGGTACCAGCAGCTCCCAGGAACGGCCCCCAAACTCCTCATCTTT 150 

AGGAATAATCAGCGGCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAA 2 0 0 

GTCTGGCACTTCAGCCTCCCTGGCCATCAGTGGGCTCCGGTCCGAGGATG 2 5 0 

AGGCTGATTATTACTGTGCAGCATGGGATGACAGCCTGAGTGGTTGGGTG 3 0 0 

TTCGGCGGAGGGACCAAGCTGACCGTCCTAGGT 3 3 3 

Light chain variable region sequence (amino acid). 
(Lambda light chain) 

LPVLTQPPSASGTPGQRVSISCSGSSSNIGSNYVYWYQQIiPGTAPKLLIF 50 

RNTSTQR P S G VPDRFS GS KS GTS AS LAI S GLRS EDE AD Y YC AAWDD S L S G WV 10 0 

FGGGTKLTVXiG 111 
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Fig. 28B. FR1-4H antibody variable sequence CDRs 



CDR amino acid sequences 
V„: 

CDRl SYYWS 

CDR2 YIYYSGSTNYNPSLKS 

CDR3 E Y Y YDS S G YYF Y AFD I 

V L : 

CDRl SGSSSNIGSNYVY 

CDR2 RNWQRPS 

CDR3 AAWDDSLSGWV 

CDR nucleic acid sequences 
V H : 

CDRl AGTTACTACTGGAGC 

CDR2 TATATCTATTACAGTGGGAGCACCAACTACAACCCCTCCCTCAAGAGT 

CDR3 GAGTATTACTATGATAGTAGTGGTTATTACTTTTATGCTTTTGATATC 

V,: 



CDR1 TCTGGAAGCAGCTCCAACATCGGAAGTAATTATGTATAC 
CDR2 AGGAATAATCAGCGGCCCTCA 

CDR3 GCAGCATGGGATGACAGCCTGAGTGGTTGGGTG 
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Fig. 30. Examples of FGFR small molecule inhibitors. 

Indolinone derivatives: 




Quinolinone derivatives: 




Pyrimido-pyridine derivatives: 



B 



WO 2005/037235 



52/52 



PCT/US2004/034970 



Fig. 3 1 . 
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